Major points: 1. It is highly likely that people already receiving antidepressants were involved in non-regular works, and these patients had antidepressants re-prescribed after the cohort entry (i.e. reverse causality). Considering that prior depression and antidepressant prescription were very strongly associated with the outcome (i.e. antidepressant prescription after cohort entry) with the adjusted odds ratio of around 24 in Table 2 , statistical adjustment is insufficient to control or remove the effect of this factor. More appropriate method to suggest causality between work schedule and antidepressant prescription would be to exclude people with prior depression and antidepressant prescription at cohort entry, or to conduct analyses separately by a history of depression and/or antidepressant prescription.
2. The authors hypothesized that the association between work schedule and antidepressant prescription is different between men and women. In other words, they expected that there is interaction (effect modification) by sex in the association between work schedule and antidepressant prescription. First, the authors need to test this in statistical analysis by including the interaction term between sex and work schedule. Second, if the presence of interaction (effect modification) by sex is confirmed, the authors do not need to (should not) report the overall result by combining men and women in Tables 1 and 2. 3. A Canadian study showed that only half of antidepressant prescriptions were indicated for depression (JAMA. 2016; 315:2230-2) . Because antidepressants may be prescribed for insomnia rather than depression in non-regular workers, the authors need to carefully discuss the association between work schedule and antidepressant prescription throughout the abstract and manuscript. For example, the first sentence in the abstract (>Depression-related mood disorders affect millions of people worldwide and contribute to substantial morbidity and disability, yet little is known about the effects of work scheduling on depression) is inappropriate.
4. It is unclear from the current method section regarding when the 2008 SLOSH survey was done for individuals and whether the authors could accurately differentiate antidepressant prescription before and after the 2008 SLOSH survey.
Minor points: 1. The current abstract is suboptimal and insufficient. More detailed description on the results are required.
2. It is more common to show baseline characteristics by exposure status (i.e. work schedule), instead of outcome status (i.e. antidepressant prescription). If this is difficult for the authors because of too many exposure categories, they may need to group and reduce the number of exposure categories, or show the baseline characteristics by exposure status in Appendix.
3. The current manuscript is too long. In particular, the introduction should be shortened to 4 or 5 paragraphs. Method section could be shortened as well, for example by making a table summarizing how the authors defined the covariates.
4. It may be recommended to make a figure demonstrating the point estimate and confidence intervals in the association between work schedule and antidepressant prescription in the fully-adjusted model by sex, because it is tough for readers to identify the main results in Table 2 .
VERSION 1 -AUTHOR RESPONSE
Reviewer(s)' Comments to Author: Reviewer: 1 Reviewer Name: Masao Iwagami Institution and Country: Dept. of Health Service Research, Univ. of Tsukuba, Japan Please state any competing interests or state 'None declared': None declared Please leave your comments for the authors below Hall et al. examined the association between work schedule and antidepressant prescription, using the Swedish Longitudinal Occupational Survey of Health linked to the National Prescribed Drug Register. Although the data resources are seemingly appropriate to test the authors' research question, there are several problems in methodology and writing of the manuscript.
-----Major points:
1. It is highly likely that people already receiving antidepressants were involved in non-regular works, and these patients had antidepressants re-prescribed after the cohort entry (i.e. reverse causality). Considering that prior depression and antidepressant prescription were very strongly associated with the outcome (i.e. antidepressant prescription after cohort entry) with the adjusted odds ratio of around 24 in Table 2 , statistical adjustment is insufficient to control or remove the effect of this factor. More appropriate method to suggest causality between work schedule and antidepressant prescription would be to exclude people with prior depression and antidepressant prescription at cohort entry, or to conduct analyses separately by a history of depression and/or antidepressant prescription.
Authors' reply:
We fully understand and appreciate the reviewer's point on this matter of potential for reverse causality, and therefore seriously considered this issue prior to conducting the analyses. Ultimately, we took the a priori decision that prior depression/antidepressant prescriptions would be adjusted for, rather than restricting the analyses to participants with no history of these outcomes. Two important reasons supported this decision to adjust rather than restrict:
1. As the reviewer rightly points out, the work scheduling history of individuals with prior antidepressant prescriptions and/or depression is unknown. While it would be reasonable to exclude individuals with prior depression and antidepressant prescriptions if the data was drawn from an inception cohort, this is not the case with the SLOSH, where individuals were working various types of schedules prior to their participation in the survey. If a "clean" cohort was assumed (in other words, if prior exposures and outcomes at a participant's time of entry into the SLOSH were ignored), and work schedule did have an effect on antidepressant prescriptions, then the effect of work schedule on antidepressant prescription rates would be underestimated to some extent. Given this consideration, we believe that adjustment (with clear justification and description of limitations, as is now provided on p.10) is preferable.
2. The exclusion of over 1000 individuals with prior depression/antidepressant prescriptions would reduce cell sizes to an extent that would preclude the use of detailed exposure categories (results not shown), which was an important goal of these analyses. Detailed exposure categories were used in an attempt to clarify relationships between work schedule and mental health outcomes, since "exposure" to shift work is notoriously complicated. This complexity lends itself to coarse exposure assessment and assignment, which increases misclassification error and reduces contrast between comparison groups, thus masking differences between them (Costa, Haus, & Stevens, 2010; Stevens et al., 2011) . In response to these challenges, calls have been made by researchers internationally for improvements to the quality of exposure assessment in epidemiological studies of shift work (Härmä & Kecklund, 2010; Knutsson, 2004; Saksvik, Bjorvatn, Hetland, Sandal, & Pallesen, 2011; Stevens et al., 2011) , representing one important rationale for this paper.
We have added text to the manuscript to clarify the rationale for our decision to adjust rather than to restrict, and also describe the implications this has for potential reverse causality (see p. 10).
Saksvik, I. B., Bjorvatn, B., Hetland, H., Sandal, G. M., & Pallesen, S. (2011). Individual differences in tolerance to shift work -A systematic review. Sleep Medicine Reviews, 15(4), 221-235. Stevens, R. G., Hansen, J., Costa, G., Haus, E., Kauppinen, T., Aronson, K. J., … Straif, K. (2011). Considerations of circadian impact for defining "shift work" in cancer studies: IARC Working Group Report. Occupational and Environmental Medicine, 68(2), 154-162.
-----2. The authors hypothesized that the association between work schedule and antidepressant prescription is different between men and women. In other words, they expected that there is interaction (effect modification) by sex in the association between work schedule and antidepressant prescription. First, the authors need to test this in statistical analysis by including the interaction term between sex and work schedule. Second, if the presence of interaction (effect modification) by sex is confirmed, the authors do not need to (should not) report the overall result by combining men and women in Tables 1 and 2. Authors' reply:
Thank you for this comment. We agree with the reviewer that results for males and females need not be combined, and have removed all reference to aggregated results in the paper text and Table 2 . This change will both emphasize the importance of stratifying by sex, and reduce paper length. There is a strong biological argument for stratifying analyses by males and females, given major differences in depression prevalence by sex and the gendered nature of work (including shift work). The decision to stratify was made a priori based on these justifications (described in the manuscript's introduction, p. 4); a test for interaction would not affect this decision.
-----3. A Canadian study showed that only half of antidepressant prescriptions were indicated for depression (JAMA. 2016; 315:2230-2) . Because antidepressants may be prescribed for insomnia rather than depression in non-regular workers, the authors need to carefully discuss the association between work schedule and antidepressant prescription throughout the abstract and manuscript. For example, the first sentence in the abstract (>Depression-related mood disorders affect millions of people worldwide and contribute to substantial morbidity and disability, yet little is known about the effects of work scheduling on depression) is inappropriate.
The reviewer makes an important point about other indications (besides depression) for antidepressant prescriptions. We agree that this is an important issue to consider and have emphasized this point within the manuscript's discussion section (see p. 11-12). The JAMA 2016 paper referred to by the reviewer looked at one Canadian province (Quebec), whereas in our manuscript we describe examples of prescription indications in Sweden and elsewhere in Europe; we believe that these comparisons are more appropriate given the Swedish population under study. To further support the validity of our results, we also compare our findings to depressive disorder rates in Stockholm County (see p. 12).
We believe that the sentence within the abstract "Depression-related mood disorders affect millions of people worldwide and contribute to substantial morbidity and disability, yet little is known about the effects of work scheduling on depression" is appropriate. Within the manuscript we provide examples to support the statement that the impacts of scheduling should be considered with respect to mental health outcomes (introduction, p. 3).
-----4. It is unclear from the current method section regarding when the 2008 SLOSH survey was done for individuals and whether the authors could accurately differentiate antidepressant prescription before and after the 2008 SLOSH survey.
